6. I consider that in table 1 should be included the tumor markers with the groups of H. pylori + (n = 6493) and H. pylori -(n = 8196). 7. I suggest that an analysis be done with the tumor markers and the type of cancer, and another with H. pylori (+ and -) and type of cancer. Discussion 1. The association found between H. pylori and biomarkers may be due principally to the relationship of H. pylori with gastric cancer. How can this possibility be eliminated? 2. Could the authors include the prevalence of H. pylori previously reported in the following sentence? "The prevalence of H. pylori infection of our study was 44.2%, which is lower than previous results of the Chinese adult population based on past literature" 3. What is the diagnosis of the subjects studied? "In other words, we did not know of the cancer status of patients enrolled in our study." 4. How the authors can explain that H. pylori could be used early diagnostic of cancer when there are patients with gastric cancer and H. pylori -, as well as healthy people H. pylori +. "with the intention to provide potential earlier diagnostic evidence between H. pylori infection and cancer" Table 1 1. Could the authors only inform me what was the minimum and maximum age in the groups of H. pylori (+ and -)? 2. Define the numbers that are inside the parentheses. 3. Include all the values of p in the p-value column. 4. Include the tumor markers too. Table 2 1. Specify the values that are inside the parentheses. 2. Include the meaning of the variables. Minor Changes 1. Some words are together "(age(SD), forAFP)" 2. Review format of references in the text (2 3 should be 2,3). 3. "H. pylori" must be in cursive Something that worries me is the diagnosis of the patients, since the authors mention that they do not know this information. However, in all hospitals patients have a diagnosis. "All subjects recruited in this study underwent health examinations at least once at this hospital during the period of time between 2012 to 2016" "However, in our study we did not find an association between H. pylori infection and cancer risk because we failed to achieve the physiological status of cancer patients among subjects that were recruited in this study. In other words, we did not know of the cancer status of patients enrolled in our study." The authors measured tumor markers and H. pylori infection status using large number of Chinese population. The aim of the study was to clarify the association between H. pylori infection and tumor markers (line 113). The authors estimated the association adjusting age, sex, hypertension, hyperlipidemia, coronary heart disease, diabetes, LDL, HDL, TC and BMI. Because tumor markers were developed to monitor cancer status, cancer was the strong factor to affect tumor marker levels.
However, prevalence of cancer among study subjects was unknown. Higher prevalence of cancer among H. pylori infected group was reasonable estimation, because H. pylori infection is established risk factor of cancer. Therefore, cancer patients should be excluded from the study to estimate the accurate association between H. pylori infection and tumor markers. Response: We appreciate the thoughtful comments from the reviewer. We agree with the reviewer that it is important to exclude the cancer patients to estimate the accurate association between H. pylori infection and tumor markers. All subjects recruited in this study have undergone the annual health examinations. The objective of annual health examination is to conduct the comprehensive examination in patients in order to prevent the occurrence and development of disease at an early stage. According to the results of health examination, there were no cancer diagnosed in our recruited subjects. Moreover, the annual physical examinations only include several basic examinations and cannot be used to diagnose cancer. The subgroups with high-risk will be asked for further identification examinations. We have added a clearer definition of the recruited subjects in the Methods section (Page 13, Line 284). "However, we cannot rule out the possibility that a very small proportion (even none) of the recruited subjects may develop cancer, which has not been diagnosed yet." We consider this possible problem as a limitation of research and added in the Discussion section in Page Line. China (2015) , the morbidity of gastric cancer is 498.0/100,000, the morbidity of pancreatic cancer is 79.4/100,000, the morbidity of lung cancer is 610.2/100,000, respectively" in Page 5, Line 84.
2. What is the seroprevalence of H. pylori with gastric cancer, pancreatic cancer and lung cancer in China? Response: Thanks for the reviewer's question. We didn't find article reported the exact seroprevalence of H. pylori with gastric cancer, pancreatic cancer or lung cancer in China. However, the evidence from a synthetic analysis published in The Lancet Global Health (2016) indicated that H. pylori is the largest contributor to two million new infection-related cancer cases worldwide. We have added the sentence "As reported from a synthetic analysis, H. pylori is the largest contributor to two million new infection-related cancer cases worldwide in 2012, and in addition, more than 40% infection-related cancer cases are attributable to H. pylori in China." as a supplement in Page 6, Line 110. Methods 1. This study is retrospective, but what kind of retrospective study is it? Response: Thanks for the reviewer's question. Our current study is an observational retrospective study. For clarity of description, we have modified the description of the study design in both the title, abstract and the main text.
It is not clear what was the diagnosis of the patients included in this analysis. Please clarify in this section.
Response: Thanks for the reviewer's comments. We have clarified the diagnosis of H. pylori infection with the sentence "If both the serological testing results of the anti-H. pylori IgG and IgM were positive, the subject was diagnosed as H. pylori infection." in Page 7, Line 139.
Results 3. The authors should include the type of tumor that were the samples H. pylori + as well as H. pylori -Response: Thanks for the reviewer's comments. Actually, all subjects recruited in this study underwent the annual health examinations. According to the results of health examination, there were no diagnosed cancer patients recruited. The main objective of the current study is to clarify the association between H. pylori infection and tumor markers, as well as to provide more evidence from the perspective of preventive medicine and to prepare for further research on cancer and H. pylori infection. So, we are not able to conclude the association between the exact type of tumor and H. pylori infection from the current analysis.
4. Specify whether the SD is 1SD or 2SD. Response: Thanks for the reviewer's suggestion. All the standard deviations reported in the current study were 1SD. We have specified it.
5. The results will be more informative if the samples are classified by the type of tumor, as well as perform the statistical analysis of the biomarkers with the tumor classification. Response: Thanks for the reviewer's suggestion. We agree with the reviewer's idea that classifying the status by the types of tumor with eligible subjects and data is sufficient to clarify the association between different type of tumors and H. pylori infection. However, we do not have applicable data to classify because the objective of the current study is to explore the association between H. pylori infection and tumor markers. It is absolutely a good idea to examine the association between different type of tumors and H. pylori infection in future studies.
6. I consider that in table 1 should be included the tumor markers with the groups of H. pylori + (n = 6493) and H. pylori -(n = 8196). Response: Thanks for the reviewer's suggestion. We have described the information of tumor markers according to the status of H. pylori infection in Table 2 . We think it's better to describe these results in two parts separately. 7. I suggest that an analysis be done with the tumor markers and the type of cancer, and another with H. pylori (+ and -) and type of cancer. Response: Thanks for the reviewer's suggestion. We agree with the reviewer that it is necessary to clarify the association between tumor markers and the specific type of cancer; particularly H. pylori (+ and -) and type of cancer. The current study has only analyzed and explored the associations between tumor markers and H. pylori infection (+ and -). As we mentioned before, all of our recruited subjects did not have serious disease, which means there were no diagnosed cancer subjects in our study. We put these important ideas at the end of the manuscript, and we hope to provide useful clues for future research. (Page 14, Line 288) Discussion 1. The association found between H. pylori and biomarkers may be due principally to the relationship of H. pylori with gastric cancer. How can this possibility be eliminated? Response: Thanks for the reviewer's question and we agree with reviewer's comment. We hypothesized that there was a certain positive association among the three variables. Repeated evidence has proven that the abnormalities in tumor markers indicate high risk factors to develop cancer. The purpose of our study is to explore the association between H. pylori infection and tumor markers. We believe our findings will help with exploration on the possibility of early prevention of cancer by further researches on topic about interventions on H. pylori infection. As we mentioned before, there were no diagnosed cancer subjects in our study according to the results of health examination. Undoubtedly, it is very necessary to explore H. pylori infection status in the subjects and its relationship with cancers in the future research.
2. Could the authors include the prevalence of H. pylori previously reported in the following sentence? "The prevalence of H. pylori infection of our study was 44.2%, which is lower than previous results of the Chinese adult population based on past literature" Response: Thanks for the reviewer's comments. A recent systematic review reported the weighted mean prevalence of H. pylori infection was 66 % for rural Chinese populations and 47 % for urban Chinese populations from 25 Chinese original studies. We included this sentence as a supplementary evidence of our study. (Page 11, Line 220) 3. What is the diagnosis of the subjects studied? "In other words, we did not know of the cancer status of patients enrolled in our study." Response: Thanks for the reviewer's question. For the current study, we have only diagnosed the subjects with or without H. pylori infection, but not cancer status. "If both the serological testing results of the anti-H. pylori antibodies, IgG and IgM, were positive, the subject was diagnosed as H. pylori infection." (Page7, Line 145). The objective of annual health examination is to conduct the comprehensive examination for subjects in order to prevent the occurrence and development of disease at an early stage. Theoretically, all subjects passed the current health examinations didn't have cancer or other serious disease. Also, the cancer or other serious disease should be diagnosed from further identification examinations instead of the health examination screening.
4. How the authors can explain that H. pylori could be used early diagnostic of cancer when there are patients with gastric cancer and H. pylori -, as well as healthy people H. pylori +. "with the intention to provide potential earlier diagnostic evidence between H. pylori infection and cancer" Response: Thanks for the reviewer's question. From this study, we can't conclude the H. pylori (+) is a predictor for gastric cancer or other types of cancer. In the current study, we have explored the association between H. pylori infection and six tumor markers from the perspective of preventive medicine in order to provide evidence and clues for the clinical intervention studies, which will eventually prevent cancers. It is not appropriate to use the term "provide potential earlier diagnostic evidence" to describe the association between H. pylori infection and cancer. The previous description may cause readers to misunderstand. So, we have changed the previous sentence to the following one "We analysed the association between six tumor markers and H. pylori infection with the intention to provide potential evidence and early clues for the clinical intervention studies in order to prevent cancers." (Page 11, Line 232) Table 1 1. Could the authors only inform me what was the minimum and maximum age in the groups of H. pylori (+ and -)? Response: Thanks for the reviewer's question. We agree with the reviewer to clarify the age range of the recruited subjects. The minimum and maximum age in the current study is 18 and 92 years old respectively. Both the groups of H. pylori (+) and H. pylori (-) had the same age range. We added the description of the minimum and maximum age in the groups of H. pylori (+ and -) in the Results part with the following sentence "The subjects had a mean age (1SD) of 45 (18) years with a range from 18 to 92 years old." (Page 9, Line 179) 2. Define the numbers that are inside the parentheses.
Response: Thanks for the reviewer's suggestion. We have defined the numbers that are inside the parentheses of every variable.
3. Include all the values of p in the p-value column. Response: Thanks for the reviewer's suggestion. We have corrected the format problem.
4. Include the tumor markers too. Response: Thanks for the reviewer's suggestion. Table 1 shows the basic characteristics of the subjects in the current study. We have described the information of tumor markers according to the status of H. pylori infection in Table 2 . We think it's better to describe these results in two parts separately. Table 2 1. Specify the values that are inside the parentheses. Response: Thanks for the reviewer's suggestion. We have defined the numbers that are inside the parentheses of every variable.
2. Include the meaning of the variables. Response: Thanks for the reviewer's suggestion. We have added the meaning of variables as footnotes of Table 2 .
Minor Changes 1. Some words are together "(age(SD), forAFP)" 2. Review format of references in the text (2 3 should be 2,3). 3. "H. pylori" must be in cursive Response: Thanks for the reviewers' comments and pointing out the mistakes. We have corrected the first and third problems. But for the second one, it seems that the comma is not required as a reference format for BMJ open. Also, we have proofread the entire article carefully, edited and corrected some minor mistakes. We truly hope that these minor mistakes will not reduce your interest of the current article.
Something that worries me is the diagnosis of the patients, since the authors mention that they do not know this information. However, in all hospitals patients have a diagnosis. "All subjects recruited in this study underwent health examinations at least once at this hospital during the period of time between 2012 to 2016" "However, in our study we did not find an association between H. pylori infection and cancer risk because we failed to achieve the physiological status of cancer patients among subjects that were recruited in this study. In other words, we did not know of the cancer status of patients enrolled in our study." Response: We appreciate the thoughtful comment from the reviewer. We agree with the reviewer that in all hospitals, patients have a diagnosis. For the current study, all recruited subjects are people diagnosed without serious disease, who have already undergone and passed the annual health examinations. The objective of annual health examination is to conduct the comprehensive examination in patients in order to prevent the occurrence and development of disease at an early stage. Moreover, the annual physical examinations only include several basic examinations and cannot be used to diagnose cancer. According to the results of health examination, none of the recruited subjects were diagnosed with cancer. We have added a clearer definition of the recruited subjects in the Methods section (Page 7, Line 144). The sentences "However, in our study we did not find an association between H. pylori infection and cancer risk because we failed to achieve the physiological status of cancer patients among subjects that were recruited in this study. In other words, we did not know of the cancer status of patients enrolled in our study." were not well-written and might cause readers to misunderstand. So, we have changed the previous sentences to the following ones" However, we cannot conclude the association between H. pylori infection and cancer risk from the current analysis because all recruited subjects have undergone the annual health examinations instead of cancer diagnose examinations, although none of the recruited subjects have been diagnosed with cancer." "However, we cannot rule out the possibility that a very small proportion (even none) of the recruited subjects may develop cancer, which has not been diagnosed yet." We agree with the reviewer that it is a significant concern and we consider this possible problem as a limitation of our research and therefore we have edited the Discussion section (Page 13, Line 284).
VERSION 2 -REVIEW

REVIEWER
Isao Oze Aichi Cancer Center Research Institute REVIEW RETURNED 22-May-2018
GENERAL COMMENTS
1. The authors added the following description; According to the results of the health examination, no subjects recruited in our study have been diagnosed cancer. Did it mean 14,689 subjects had no history of cancer? Or did it mean subjects with past history of cancer was excluded from the study?
2. In third paragraph of discussion (line 273-289), meaning of CEA levels in cancer patients and that in non-cancer population were confusing. CEA was useful marker for cancer patients because CEA level was correlated with cancer progression. All subjects in the study did not have cancer. Therefore, discussion about CEA level in cancer patients was meaningless in the article. Discussion about the usefulness for cancer screening would be important for people without cancer.
REVIEWER
Martha Perez-Rodriguez Instituto Mexicano del Seguro Social, México REVIEW RETURNED 21-May-2018
GENERAL COMMENTS
In Table 1 and 2. The provided information of the numbers that are inside the parentheses could be included in table legends.
VERSION 2 -AUTHOR RESPONSE Response to the editors' and reviewers' suggestions and comments:
Reviewer: 1 Reviewer Name: Isao Oze Institution and Country: Aichi Cancer Center Research Institute, Japan Competing Interests: None declared 1. The authors added the following description; According to the results of the health examination, no subjects recruited in our study have been diagnosed cancer. Did it mean 14,689 subjects had no history of cancer? Or did it mean subjects with past history of cancer was excluded from the study? Response: Thanks for the reviewer's comments. According to the records of past disease history, all of our included subjects had no history of cancer. We added the description in the section of methods (page 7, line 124).
2. In third paragraph of discussion (line 273-289), meaning of CEA levels in cancer patients and that in non-cancer population were confusing. CEA was useful marker for cancer patients because CEA level was correlated with cancer progression. All subjects in the study did not have cancer. Therefore,
